ROCHE BIOSCIENCE PAT 10:6508555322 



JAN 23'03 15 = 23 No .002 P. 04 



DRAFT 

REMARKS 

Claims 1, 6-22, and 24-47 are pending in the present application. Claims 2-5 and 23 have been 
canceled. Claims 36-47 arc new. Applicants wish to than Examiner George withdrawing the 
restriction requirement and examining all claims in the application. 

New claims 38, 40-47 recite compositions suitable for preventing or treating chronic obstructive 
pulmonary disease. The use the 1 3-d.f-retinoic acid for treating COPD was described in the 
specification on p. 4, lines 30-33. New dependent claims 36, 37, 39 add the limitation that the 
compositions are inhalation formulations. The use of inhalation formulations is disclosed in the 
specification on p. 5, lines 2-9 and examples 3-5 on p. 15, line 22 to p. 16, line 29 of the patent 
application. 

Claim 1 1 also was amended to distinctly point out that the method claims compositions that 
alleviate one or more of the symptoms of emphysema. On p. 13, lines 14-17 a "therapeutically 
effective amount" is defined as the amount necessary to alleviate the symptoms of emphysema. 
Thus no new matter h introduced by this amendments. 

Claims 12, 13 and 23 were amended to correct improper dependencies and claims 29 and 30 were 
amended to correct typographical errors. 

Claim 23 was objected to under 37 CFK J .75(c), as being of improper dependent form for failing 
to limit the subject matter of a previous claim. Claim 23 has been canceled. 

Claims 1-10, 21, 22 and 24-34 arc rejected under the judicially created doctrine of obvious-type 
double patenting as being unpatentable over claims 1-22 of U.S. Patent No. 6,339, 1 07 H K After 
prosecution of the remaining claims is completed, applicants will file a terminal disclaimer in 
accordance with 37 CFR § 1.321(c). The present application is a divisional of US 6,339J07 and 
patent and application are assigned to Syntcx (U.S. A,) LLC, 

Claims 1 1-25 and 35 are rejected under 35 U.S.C. §1 03(a) as being unpatentable over Bollag el 
aL (EP 0 579 915 Al). Bollag et aL teach pharmaceutical compositions containing 9-cij- or 13- 
m-retinoic acid in combination with a Vitamin D derivative. The use of the these compositions 
for treatment or prevention of tumors, pathological or un desired immune reactions, allergies 
asthma, psoriasis and osteoporosis are taught. 
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To establish a prima facie case of obviousness, three basic criteria must 
be met. First, there must be some suggestion or motivation, either in the 
references themselves or in the knowledge generally available to one of 
ordinary skill in the art, to modify the reference or to combine reference 
(cachings. Second, there must be a reasonable expectation of success. 
Finally, the prior art reference (or references when combined) must teach 
or suggest all the claim limitations. 

The teaching or suggestion to make the claimed combination and the 
reasonable expectation of success must both be found in the prior art, not 
in applicant's disclosure. In re Vaeck, 947 R2d 488> 20 USPQ2d 1438 
(Fed. Cir. 1991). 

MPEP 2143.02 

Bollag does not teach the use of a m-retinoic acid for treatin g e mphysema or chronic obstruc tive 

— •" > 

pulmonary disease (COPD), These diseases are fundamentally different from all the diseases 
taught by Bollag. Bollag d oes not te ach pulmonary administration of the compounds. Bollag 
teaches formulations for enteral, parenteral, oral and topical formulations. Moreover, Bollag 
teaches administration of combinations of retinoic acid and vitamin D derivatives. 

No motivation to prepare pharmaceutical compositions, much less inhalation formulations, of cis- 
retinoic for treating emphysema or COPD exist in the prior art. Absent teaching of the use of cis- 
retinoic for treating emphysema or COPD there also is no expectation of success. 

To establish prima facie obviousness of a claimed invention all the 
claim limitations must be taught or suggested by the prior art. In re 
Hoyku 490 F.2d 98 K 1 80 USPQ 580 (CCPA 1 974). "All words of a 
claim must be considered in judging the patentability of that claim 
against the prior art." In re Wilson 424 R2d 1 382, 1 385, 1 65 USPQ 
494, 496 (CCPA 1970). 

MPEP §2143.03 

Claims 1 1 and 35 contain the limitations "suitable for treating a mammal suffering from 
emphysema" and " suitable for preventing emphysema". New claim 38 contains the limitation 
"composition for treating a mammal suffering from chronic obstructive pulmonary disease" 
The prior art neither teaches nor suggests these claim limitations. 

Applicants respectfully submit that the requirements for a prima facie ease have not been met and 
withdrawal of the rejection is respectfully requested. 
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CONCLUSION 

Applicants believe the new and amended claims are in condition for allowance and favorable 
consideration and passage of the claims to issuance is respectfully requested. A clean copy of the 
claims is attached in the Appendix A. A clean copy of the amendment to the specification is 
attached in Appendix B. 

Applicants believe no fee is due with this response; however, should it be determined that a fee is 
required please charge Ihem 10 Deposit Account No. 18-1700 (Roche Palo Alto). A copy of 
Canadian application No. 2,096 J 96 which is believed to be exact English language translation of 
EP 0 579 91 5 Al is enclosed for the Examiner's convenience. If the Examiner believes that an 
interview will advance prosecution or aid in the favorable consideration of this amendment, the 
Examiner is respectfully invited to contact the applicant's representative. 

Respectfully submitted, 
Roche Palo Alto LLC 



By: Brian L. Buckwalter 
Registration No. 46,585 



January , 2003 

3401 Hillview Avenue 
Palo Alto, CA 94304-1 397 
Telephone 650-855-6995 
Telecopier 650-855-5322 



Enclosures: 

Copy of Canadian Application 2,096,196 (translation of EP 0 579 915 A1) 
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Pharmaceutical preparation containing 9-d*or 13- cto 
retinoic acid, or acltretin. a pharmaceuilcaUy usable salt or 
9 «te7 thereof and a v.tam.n O dertvatfv. as active .ngredienu, 
and usual pharmaceutical carriers. 
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The present invention is concerned with pharmaceut.ea 
preparat^n containing a-eis- or 1 3-cis-retinoic ac«d or aeitret-n 

iTrSTrTD der^. .t has been found that such prepares 
can be used for the treatment of psoriasis, of osteoperosto of 
p xeroses and of tumour*, as well as for the treatment of 
pathology or undesired immune '<^™*™^J* 
therefore also concerned with the use of 9-cls-or l'^'™* 
new or acltretln. pharmaceutical* usable salts or esters thereof 
or the !» with vitamin 0 derivatives in the treatment 

he said diseases and anomalies. My, the invention . concerned 
with the use of 9-cls-or 1 3-cis-retlnoic acid or acltretln. pharma- 
ceutical* usable salts or esters thereof in the manufacture of 
phjrmacUea. preparations for the combined use with v,ta«n,n D 
de rivatives in the treatment of the aforementioned diseases and 
anomalies. 

Examples of pharmaceutical* usable salts of 9-cis- or J 1 3- 
eis-retinoie acid or aeltretin are alkali salts ««*-*■' £ «^ 
salt, alkaline earth metal salts such as the Ca and Mg salt, w well 
„ he ammonium salt and alkylammonlum salts. Examples of esters 
are lower-alkyi esters such as the methyl and ethyl ester such as 
etretinate, and aromatic esters such as the benzyl ester. 

Examples of vitamin 0 derivatives which can be used in 
accordance with the invention are hydroxylated vitamin 0 3 
derivatives such as 1 a-hydroxy-vitamln 0 3 , l«.2S«d.hydroxy. 
vitamin Dj (calcitriol). la.25,26-trihydroxy.vltam.n D 3 , 1a.c3.-5- 
trihydroxy-vitamin 0 3 . 24-fluoro-i«.25.dihydroxy-vitamm 0 3 . 
24.24.di«uoro-lo.25-dihydroxy-vltamin D 3 . 26.26.26.tnfluoro- 
1a.2S-dihydroxy-vitamin D 3 . 26.26.2S.27.27.27.hexafluoro-tc. S- 
dihyc-xyvitamln D 3 ; la.2S-dihydroxy.22.23-dehydro-v.tamm 0 3 . 
26 2t -6-trlsdeutero-22.23-dehydro-1«.2S-dihydroxy-vitamin D3. 
Z6 , 26.26 27,27.27-riexaklsdeuterO'22.23-dqhydro-l«.25-dihv<1rO!cv 
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vitamin D 3 . 26.2S' 26 - trif,uoro - 1a '":^ 

vitamin D 3 , 26.26.26.27.27.27-hexafiu6ro-1a.2S.dihydfOxy.22.23. 

dehydro-viumln D 3 . 26 1 26.26.27.27,27.hexafluoro.la.2S. 
afhydroxy^^-dehydro-vKamin 0,. l«,25 ; dihydro,y-v l tam l n 0* 
* 26 26 *6 a7,27,27-hexakisdeutero-1o,25-vitamln D 2 , la.zs* 

Oz, 1a.2S.26.trlhydroxy-22 23-dehydro- 
vitamin D 3 . 1a.2S.26-trlhydroxy-vitamm Oz, la,2S-d»hydroxy- 
23 24-didehydro-vitamin D 3( r«.2S.dihydroxy-16.17-dehydro. 
vitamin D 3 ,U.2S^hydroxy06,U;23.24.bi S dehydro.vitarn.n D 3 , 

26 26 2 6.27 l 27.27-hexaf1uoro-1«.25-dihydroxy-l6,l7.d e hydro. 

0 S . 1«,26.26,26.27,27,27*eptaf.uoro-2S. 
hydfoxy-23.24KJidchydro-vitamin D 3 . 1«.2S-dlhydroxy-3-dcoxy 
23.Z4-didehydro-vitamln D 3 and 2S-hydroxy-23,24-didehydro- 
15 vitamin Dz- 

The aforementioned vitamin O derivatives and their 
preparation »r« known. see. e.g., the US V^f*?**™ 
3 993 675.4 022 76B. 4 407 754.4 421 690.4 594 432. 
» 4 594 346.4 612 308.4 613 S34. 4 P.SZ 405. 4 749 7 0. 
A 604 502.4 893 855. 4 906 785.4 929 609. 5 087 619 and 
5 120 722. 

26 26 26 27.Z7,27-HexaflUoro-1a,25-dihydroxy-l6,17- 
« dehydro-23,24-didehydro vitamin D 3 has not yet been described and 
can be obtained as follows: 

A. To S22 mg of t3a$-t3<S«),3aa.7o.7aB]M r .3a.4.S.6.7.7a. 
hexsihydro-3a-methyl-3-( 1 *methyl-3-butynyl>l M-inden-7- 
x ylloxyjtrtmethyfeilane in 15 ml of anhydrous tetrahyd-ofuran 
1 85 ml of 1.6M solution of n-butyMthlum in hexane was added 
dropwise after cooling at -75X over 5 minutes and the mixture was 
stirred at -7SX for 30 min. Then a stream of hexafluoroaccione wns 
bubbled into the mixture for IS min with temperature maintntned at 
-7S'C The reaction mixture was stirred for one additional hour, and 
then iucnched with 1:1 mixture of 2M KHCO3 and 1M Rocneiie salt 
added dropwise. The mixture was stirred at room temperature for 
one hour and then diluted with 25 ml of the same salt solution. After 
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extraction wlih CH 2 C 2 . the organ* phase « °' 

.h* «mp salt solution, dried and evapora' .6. The residue was 
SJS^J^ to ghve 2.38 g of crude oHy product 
r!-«r»!ton was nerformed by flash chromatography (EtOAc-hexane 
7 ma oa3aS:t3(S*).3[3aoi.7a.7aM].1 .1 .1 -trifluoro- 

hVden-3-yi].2-(trlfiuoro-methyl)-3.heptyn-2.ol. 

ammonium u min . The reaction was then 

at ^«-J2S2i 0T9 mUf taMmri NaHCO, and stirred at 
quenched by ^ddWon * 9 J mjn< of tetrahydro- 

js and ^•xzzr™ 

690 mg of BtMUW^* 7 **"* 5 ^ 
methyM-l6.6.6-trifluoro-S-hydrox y -1.rnethyl-5.(tri«uoro 

methyi)-3-he>iynyn-4H-lndBn-4-ol. 

. C To a solution of 100 mg of l3aR,-r,1(R*>.3aa.4p.7ap]l- 

3 3 a 5 6 7 7a-hex a hydrO'7a-methyl-l-[6.6,6-trifluoro.S.hydroxy. 

anhydrous CH 2 CI* there was added at room temperature. 176 img of 
pyridlnium chloroehromate, and the mixture was md « 

. Xperature for SO min under ergon. To thhj mixture there w s rtfed 
9 ml of ether under stirring, then it was filtered and the ««"te 
evirated to dryness. The crude product thus obtamed was purged 
by chromatography on jiHcigel column with ethyl acetate-hexa™ 
V3 to give [3aR-[UR-).3a«.7ap]J-3.3a.5.6.7.7a-hoxahydr 0 -r a . 

„ mB th y M-[6.6.6-trifluoro-5-hydroxy.1-methyl-S-(trlfliioro- 
methyl)-3-hexlnyl]-»H-lndon-4-one. 



Received from < 6508555322 > at 1/23/03 5:42: 17 PM [Eastern Standard Time] 



BAD ORIGINAL 



ROCHE BIOSCIENCE PAT ID : 6508555322 



JAN 23'03 15=29 No. 002 P. 17 



G 



209610fi 



- 4 - 



v 



0. To a solution of 333 mg of [3S-<3a.SP.Z 

!;Lndi D henyl phosphine oxide in 7 ml anhydrous tetrahydroforan 
ethytldtphenyi pnospn n n - b utyllithium in taxanc 

there was added at «75 C u.*« mi oi ' 
under argon. After stirring for 6 min. a solution of 73 mg of {3aR 
MCR') 3a«.7 a pj>3.3a.S.6.7.7a-hex a hydro-7a-mcthylO.[6.6.6- 

n en°4-one in S m. anhydrous tetrahydrofuran 

The reaction mixture was stirred for 1 hour at -75 C. and then 

quenched with 2.6 mi of 1:1 mixture of 2N Rochelle salt »d M 

Jhco 3 solutions and was allowed to warm to room temperature, it 

was ^diluted with 10 ml of the same salt solution and extracted 

with .thy. acetate. The extract was washed with 

evaporated. The crude Intermediate was pur.lied by flash chromato- 

araohy on silica gel column with ethyl acetatc-hcxane i:S to give 

5X^rotec«d 1 .25.dihydroxy.1 6 .ene-23-yne.26,27.hex,fluoro. 

cholecalciferol. 

E TO 92 mg of the dlsilyl protected 1,2S^ihydro*y-l6-ene-23- 
, y ne-26,27-hexafluoro«holecalciferol in S ml anhydrous > ttttttydre- 
Canin a dark wall flask there was added 0.89 ml of 1M tetrabuty- 
ammonium fluoride in tevahydrofuran, ano the mixture was stirred 
for 16 hrs under argon. The reaction was then quenched w th 3 ml of 
Unsaturated N»HC0 3 and stirred at room temperature, it w* then 
, extracted with ethy. acetate. The extract was washed ^ *»£ 
saturated NaHC0 3 and brine, then dried and evaporated. The crude 
product was purified by flash chromatography with ethyl-acetate 
1*1. to give 1.25-d.hydroxy0 6 r e ; 23-yn^ 
cholecateiferol as a foamy glass: [«]» - +59.1 (c 0.1 1 . CH3OH). 

" In accordance with the invention the 9-cis- or 1 3-cis-rct.no.c 

acid or acitretin or a salt or ester thereof can be used in the form of 
Oharmaceutical preparations which also contain a vitamin D 
derivative or as preparations which contain an ad hoc combination 

s with vitamin D derivatives. 
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The use of 9-cis-retlnoic add. pharmaceutic- Hy usable salt, 
or esters thereof and vitamin O der.vat.vos. especbhy 9-c- 
retinolc acid and calciferol Is preferred. 

The active substances can bo administered topically or orally 
far the treatment of psoriasis. Topical preparations can be present 

act"e slices together with carriers which are usual, n such 
acwvo >uw ***** ft f Q-cis- or 13-eto-fetinoin acW or 

Si^^JTSiTilS. preparations can be about 

vSmin D derivative in such preparations can bo about 1 » 
ZZTlOO These preparations are applfcd to the leased s.to 

o^the skin adding to the requirements of the patient, e.g. once or 



u twice per day. 



Preparations for oral administration can bo present in the 
form 7taWett capsules, solutions cr emulsions. For the treatment 
T^StSJ^SZ^ can be administered In dosages of 
aLut 0 01 ™ to about 3 mg of 9-cis-or t3-cls-retlnolc acid or 
!*«ret.n or JIS ~ ester thereof per kg body weight per day. 
2SSy%£ia£s mg/kg to about 1.5 mg/kg per day. and about 
« ™T Lkn to about 0 1 pg/kg Of vitamin D derivative, preferably 

^9. per day. S o.« dosage forms 
Tc* as tablets and capsules conveniently contain per dosage un.t 
about 1 mg to about SO mg of 9-ci- or 0 
Cretin and. respectively, about 0.1 ug to about 1 ug of v.tarmn O 

derivative. 

For the treatment and prevention of tumours. « n «. active 
substances or the preparations In accordance with the mh^m ^ 
be administered enterally. parenteratty or topically. Examples i oi 
tumours which can be treated with the preparations .n accordant 
with the invention or the active substance combination .n 
> accordance with the invention are haematologlcal tumours sucn ns 
leukaemia, especially acute promyeiocytaric levkaema and 
lymphomas. Furthermore precancerous lesions of the epitrwlin. 
tissue such as actinic keratoses of the skin, oral leukoplakias. 
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dysplasias of the larynx, bronchi and cervix; as well as carcinomas 
of the skin, buccal cavity, the bronchi, the larynx, pharynx, stomach, 
colon, litems, pancreas, the bladder, breast and prostate can be 
treated by the administration of an effective amount of the 
, preparations or active substance combination in accordance with the 
invention. 

Examples of pathological or undesired immune reactions are 
autoimmune diseases such as rheumatoid arthritis, multiple 
sclerosis, insulin-dependent diabetes, lupus erythematosus, 
pemphigus vulgaris, pemphigus follaceus, myasthenia gravis, 
ankylosing spondylitis, autoimmune diseases of the thyroid gland 
such as Hashimoto's disease and primary thyroid gland failure: 
scleroderma, uveitis. Behcet's disease, Crohn's disease, auto- 
immune-conditioned myocarditis and autoimmune-conditioned poly- 
glandular syndrome; as well as allergies such as allergic rhinitis, 
ator. c dermatitis, asthma and celiaca. Other indications are 
undesired Immune reactions In organ or cell transplants such as 
kldnoy, heart, pancreas beta-Met cell, bone marrow and liver 
transplants. 

A further aspect of the Invention is concerned with the use of 
the preparations and. respectively, active substance combination in 
accordance with the invention for the preferably enteral or 
a parenteral treatment and prevention of osteoporosis. In all of these 
indications the active substances can be used in the dosage ranges 
given above, whereby the individual dosage will depend on the nature 
of the disease to be treated and on the age and condition of the 
patient and can be determined within the framework of medical 
so expertise. The invention is illustrated In more detail by the 
following Examples. 
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r „ P f»ini.vi 3.ei<.r*tinnic acid 

9-cis-Retinoie acid 1**21 

Gelatine it**™ "««nber 30) ^0.0 rng 

Maltodextrin * 

dl-a-Tocopherol 2.0 mg 

N* ascorbate 

Microcrystalllne cellulose ™J"J 

Z.O rog 

Mg stearate , 

Total 260 m 

TUB active substance Is wat^ground in a solution of gelatine, 
5 maltodextrin. tocopherol and Na ascorbate and the suspension 
obuinsd is spray-dried. Thereafter, the cellulose and the Mg 
stearate are admixed and 260 mg aliquot* of the mixture are Med 
Into hard gelatine capsules. 

E&im&lfi 2 
gfl P«iii»* cq ntnlninq r ntettrtel 
C'c'trio. 

Butylated hydfoxytoluene Jj.ui t> 

Buylated hydroxyanisole ,,A„* m9 
Fractionated coconut oil ' «0.0 ""9 

The ingredients are mixed and the oily solution is filled under 
an inert gas into soft gelatine capsules each containing 160 m 3 . 
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Example .1 

0.25 |ig 

Calcitnol ?Q 

9*cls-Ret<noic acid "J"* 

Polyethylene glycol 400 - 

Butylated hydroxyanisole w '' 

The ingredients are mixed and filled under an Inert gas into 
soft gelatine capsules having a fill weight of Z20 mg. 

fnarrtplti 4 

r rr nm rnm.tinlnft Q-eis-rrtinnlc add anrl flnintrlpJ 

Calcltrlol -1*2 

9-ciS'Retinolc add ™ T* 

Cetyl alcohol Vl™* 

Stearyl alcohol Jlzj 

Sorbitan monostearate *■« 
Glyceryl monqstearate and polyoxyethylene 

grycolstearate l.Orng 
Porysoroate 60 

Mineral oil S 0 mo 

Propylene glycol ^ 

Propylparaben OQSmn 

Butylated hydroxyanisole VniM 

Sorbitol solution X'S^-L 

„, 0.01 mo 

i?T k 0.1 A ma 

Methylparaben q . s . ,d W 
Dist. water 



to 



Esamnlc S 



The activity of the comhlnation in accordance with the 
invention of 9-cis-retinoic acid and calcitrioi on the different.nt.on 
of human promyelocyte leukaemia cells (HL-60) can be 
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H^ on «r«cd in vitro in the test procedure described in Cancer 

STEM*. .rSSSSS. 

"! ««\ ,n?PMA H23 mq/ml In OMSO) and incubated at 37*C 
Dotbeccos PBS) and ™ A I 1 ". , f 90% DMF , diluted with 

for , hour. ^JT^^^JZ at 37o C and the 
10% SOS, were added, the mixture was incuc»«u 
extinction (00) was measured at SSO mm. 

Tha curves in Fig, i show the effect of caicitriol alone and of 

a f« ample .& 

p»tu,nts with multiple actinic keratoses were treated 
tooicaliy wi h sils^tinoic acid and eft*** 9*.^* 
I 0-01% (v/v) soiution in chanol/propyiene glycol 
» 7s0-5O) Caicitriol was applied as a 0.0025% (w/w) cream. 
* carried out for 4-16 ^^^^ 

Occlusive dressing was not used. 
" The following results were obtained with various patient 

groups: 
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A. Patent group: 1$ patients 

Duration of treatment; 4 weeks 
Result of treatment: 

6 patients: slight improvement 
0 S patients: moderate improvement 

S patients: marked improvement 

B* Patient group: 16 patients 

Duration of treatment: a weeks 
to Result of treatment; 

3 patients: slight Improvement 

4 patients: moderate improvement 
9 patients: marked improvement 

u C Patient group: 7 patlnnts 

Duration of treatment: 1 2 weeks 
Result of treatment: 

}n all 7 patients: marked improvement 

30 a Patient group: 3 patients 

Duration of treatment: 1 6 weeks 
Result of treatment: 

in all 3 patients: marked Improvement 

as in all cases, slight erythema but no disturbing symptoms 

(burning, itching) developed. 
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Partrfl* Claims 



l t Pharmaceutical preparation confining 9-ciS- or 13-cis 
retinoic acid, or acitretin, a pharmaceutical!/ usable salr or 
s ester thereof and a vitamin D derivative a* active ingredients, 
and usual pharmaceutical earners. 

2. A preparation according to ctaim 1, wherein the active 
ingredients arc 9-cis retinoic acid, a phaimnceutically usable 

to salt or ester thereof and a vitamin 0 derivative. 

3. A preparation according to claim 2. wherein the active 
ingredients are 9-cis retinoic acid and calcitriol. 

15 4. A product containing 9*cls- or 13*cis retinoic acid or 
acitretin. a pharmaceutical usable salt or enter thereof and a 
vitamin D derivative as a combination preparation for the 
simultaneous, separate or sequential use In the treatment of 
psoriasis, osteoporosis or tumours, 

70 

5. A product according to claim 4 for use in the treatment of 
pathological or undesired Immuce reactions. 

6. A product according to claim 4 or 5 containing 9-ci$ 
» retinoic acid and calcitriol. 

7. A commercial pack containing 9-cts- or 13-cis retinoic 
acid, or acitretin, a pharmaceutical^ usaLIc salt or ester thereof 
as active Ingredients, together with Instructions for the uso 

,iu thereof in combination wi;h a vitamin D derivative for the 
simultaneous, separate or sequential use in the treatment *f 
psoriasis, ostec porosis or tumours. 

8, A commercial pack according to claim 7 for use in the 
as treatment of pathological or undesireJ immuno reactions. 
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9. A commercial pack according to claim 7 or 8 containing 9- 
cis retinoic acid together with instruction* for the combined use 
with caie»triol, 

3 10, 9-c:s- or 1 3*cis rctmoic acid or jcitrctm. a pharm.v 
ceutically usable salt or ester thereof and a vitamin 0 derivative 
for use £s a medicament. 

11. 9-cis retinoic lerd and cateitriol for use according to claim 

in 10. 

12. The use of 9-ciS- or 13<is retinoic ac>d. or aotretin, a 
pharmaceutfcaHy usable salt or ester thereof in the manufacture 
of pharmaceutical prepara*. ont. for the combined application with 

is ,i vitamin D derivative in the trt^tmcnt of psoriasis, osteoporosis 
or tumours. 

1 3. The use according to claim 1 2 m the treatment of 
pathological or undesircd immune reactions. 

an 

14. The use of 9-cis retinoic acid for the combined application 
with calcitriot according to claims 12 or 13. 



Received from < 6508555322 > at 1/23/03 5:42:17 PM [Eastern Standard Time] 



BAD ORIGINAL 



ROCHE BIOSCIENCE PAT ID : 6508555322 



JAN 23'03 15:33 No. 002 P. 26. 



2096196 



0 if ferontutlon of Hi 60 cells by O-cis rnt 1 no Ic ac id 
and calcltriol 



3.3 T 



in 
Q 
O 



3.1 < 




30 nM 9-eiwetlnolc na 
16 nM 9*ctt<retinoJc acl 
AC Id 



04- 



10' 



12 



10 



10 



■10 



io-* 10*« tO fc 7 H CllCltfiOl 



Figure I 
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